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Synergists dcrivs. of formula (J), their addn. salts with 
acids and N-boses, metal salts and (where appropriate) 
their isomers or mixts. uro new: 
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V -Hor Me,N; 

R * (a) H or Oil; (b) NR,R, or (c) halo, trimethylsilyloxy , 
dlatkylphoaphoryloxy, -OS0 2 R, or -OCOR 4 ; 

R, and R 2 * H, phenyl or pyrldyl (opt.aubstd. by dl(l-4C)- 
alkylamlno). I- IOC alkyl (opt.substd. by OH, 
SH t COOH, pyridyl. anillno. alkylamino or 
dlalkylamlno (with et least one alkyl substd. oy 
OH, SH, COOH or anilino)), 3-4C alkenyl or 
olkynyl; 

or R| and R, together complete a 5- or 6-membered hetero- 
cycle opt. contg. another O, S or N (opt .alkyl substd ) 
atom ; . 

R, = alkyl, CF,,"CCI, or phenyl (opt.substd. by halo, 
alkyl or N0 2 ); 

R 4 = as R, or also alkylcarbonylmethyl , 2-(alkylcarbonyl)- 
ethyl, olkoxycarbonylmethyl, 2-(aIkoxycarbonyl)ethyl 
or aikoxy; 

all alkyl contain 1-4C. 

MORB SPECIPIC ALLY 
R = H, OH orHh.V; 

B, 1 end Bj* « H, phenyl fopt.subntd. by dlalkylamlno) 7 
i BP-UJM8-A* 



alkyl (opt.substd. by Oil. SH , COOH, 
pyrldyl, anilino. alkylamino or dialkylomino. 
with alkyl substd. by OH) or 3-4C alkynyl. 

USE 

(!) ore intermediates in the synthesis of water-soluble 
antibacterial syncrgistin derivs. (which are claimed in 
hP- 1 33097 ) . 

PREPARATION 



• (I; R = -NR, R, ) 



R, and H t = ]-4C alkyl or together complete a heterocyclc; 
X, and X, * alkoxy or substd. amino as defined above for 
N R , R , . 

Reaction Is prcf. at around 20°C , esp. using tert . 
butoxy bis(dimethylamino)methane (II) as reactant. 
The prod, can be reacted 

(1) with an alkali borohydride in the presence of a 
strong organic acid to give (I; R = H); 

(2) with another amine to exchange the NR, R . gp . 

(3) hydrolyscd to give R = OH which Is then reacted 



with halogenoting agent, R'-halo. (R» = trimethylsilyloxy 
dlalkylphosphoryloxy, OS0 2 R, or OCOR 4 ). 



EXAMPLE 



/TsoTn. of 46g. pristlnamycin f A In 460 cc. 1 ,2-dichloro- 
ethane was treated with 230 cc. (II) and the mixt. stirred for 
18 hr. at 20°C. It was then diluted with 1 I. dichloro- 
methanc, washed 3 times with 0.4% aq. NH 4 C1, dried and 
coned. 

The residue was triturated with 600cc. water, filtered and 
the filtrate coned, to dryness to give 41g. crude 5f -dimcthyl- 
aminomethylene pristinamycin I A . A 23. 5g. sample of this 
waa chromalographed to give 12g. pure material of m pt 
about 195°C.(76ppl251HDDwgNo0/0) 
(F) ISR; US4355U2 5.Jnl.Ref. 



i« @ -rl 98 ! DERWEN T PUBLICATIONS LTD. 
US of fid iJ ? 3 S R ° ad ' L ° nd0n WC1X 8RP - England 



tm 



iloxh<C^o*entoii 



Europelo 
Europoon Potent Office 
Office europoon des brevets 



© Numerode publication: 



O 

0 H33 098 
Al 




DEMANDE DE BREVET EUROPEEN 



© Numerode depot: B440U79.5 
© Datededep6t: 12.07.64 



©im a - C 07 K 7/00 



@ Priorite: 13.07.83 FR 8311706 



© Date de publication de la demande: 
13 02.85 Bulletin 8S/7 

© Etau contractants designes: 

AT BE CM DE FR GB fT U LU NL SE 

© Demandeur: RHONE-POULENC SANTE 
Log Mirof re 1 8 Avonue d* Ateoco 
F-92400 Courbevoie Codex(FR) 



© Inventeur: Corbet. Joon-Plerro 

"Let Marronniers" Residence 'Charriere Blanche" 
F-69140Ecully{FR> 

© Inventeur: Cotret, Claude 

17A ovenue du Docteur Arnold Netter 
F-75012Perfs(FR) 

@ Inventeur: Forge, Daniel 
30 rue dec Pin* Sytvestres 
F-94320 ThinWFR) 

© Inventeur: Ports, Joan-Wtorc 
8 rue dei Acodas 
F-77360 Volres cur Mcn>o(FR) 



74) Mandataire: Goumont Robert ot al. 

RHOME-POULEWC RECHERCHES Service Brovoto 
Phermc 25, QuoJ Pouf Doumcr 
F- 92 408 Coufbwoio CcdoirJFR) 



69 



© Wouvoeu* ddrtvoa de oynorsfotinoa ot lour preparation. 

© Nouveaux derives de oynergistines de (ormule (I) dans 
laquelle Y - H ou N(CH>), el R represente 

a) ooit H ou OH 

b) sort un radical de formula NR.R* dans laquelle R« el R* - 
H, pnenyte. pyridyie (eventual lament oubstrtues par dial- 
coylcmino (1 a 4 C) ou otcoyle (1 6 10 C) (event uellement 
substitue par OH, SH. COOH, onilino. olcoylamino ou dial- 
oovlamino dont au moins Tune des parties alcoyle est sub- 
stitute par OH, SH, COOH ou anilino) ou elcenyle (3 ou 4 C), 
akynyte (3 ou 4 C) ou bien R. et Rt torment ensemble un 
heterocycle contenant event uellement un autre heteroatome 
tel que O. S ou N (eventuellement substitue par alcoyle) 

c) sort un atome d'halogene. un radical trimethylsilyloxy, 
dielcoylphosphoryloxY ou un radical -OSO.R. ou -OCOR4, Ri 
etent alcoyle, trifluoromethyle. trichioromethyle, phenyle 
eventuellement cubstitue et R* eteni defini comme R» ou un 
radical acylelcoyle, elcoxycerbonylalcoyte ou elcoyloxy. ainsi 
que leum oels et leur preparation. 

Ces produits »ont utiles comma intermedieiret de eyn- 
thes© 
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